features usually associated with SLE in a patient with Wegener's granulomatosis (associated with cytomegalic inclusion-body disease and concomitant pneumocystic infection) but regarded it simply as overlap of the pathogenic manifestations of the two entities.
Further circumstantial evidence in support of auto-immunization lies in the rejection of skin grafts in two of our patients. There was dramatic improvement of the destructive lesion of the nose in one of these patients, the first so treated, following treatment with 300 r (Ellis 1955) . The patient has remained alive for over fifteen years but has to wear a nasal prosthesis as skin grafting has not proved entirely successful.
In another patient the failure of skin grafting was followed by ulceration of the donor area (on the thigh) and a biopsy from this ulcer revealed a giant cell reaction not unlike that observed in her nasal granuloma.
There is, thus, some similarity between the nonhealing granuloma of the nose and certain autoimmune diseases.
It must be emphasized (Anderson 1963 ) that non-immunological abnormalities, e.g. enzyme disturbances, have been described in the connective tissue disease: de Duve (1959) reported that the multiple acid hydrolases confined within lysosomes are released by ultraviolet light (and various other agents) and might contribute to the development of lesions of the face exposed to the sun. There is evidence that lysosomes of polymorphonuclear leucocytes exposed to endotoxin can produce a type of necrosis in the skin similar to that in the local Shwartzman reaction.
Lysosomes form a special group of cytoplasmic particles containing various enzymes in an inactive form in membrane-bound vacuoles; as described above, such particles appeared to be numerous in the giant cells of a case examined by us under the electron microscope.
Owing to the comparative rarity of the disease, a co-ordinated effort is required for the systematic study of the disease with the aid of modem serological and electron-microscopic methods. I have personal experience of 4 cases of malignant granuloma and one of Wegener's granulomatosis. Three of these were in Bristol, details of which have already been published where it has been estimated, it has been elevated to a considerable degree.
It has been known for a long time that a high sedimentation rate is usually due to an increase in the concentration of fibrinogen, or globulin, or both. It was because of this that ten years ago I estimated the serum proteins by the normal salt fractionation method and by electrophoresis in a case of malignant granuloma. It was found that the increase in globulin level closely followed the rise in the ESR. Flynn (1954) stated that the yglobulin was increased in chronic infections, liver disease and collagen disease, and that the most notable and consistent feature in collagen disease, even in the early stages, was a considerable increase in the y-globulin. Periarteritis nodosa is one of the conditions classified as a collagen disease.
